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J^. M M # transcriptional activity of the receptor 
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&ffl * 

(PPAR tmt) K ftfc t h PPAR Tl/-^hi:UT^^ 

ii^f SSCtSHooy^f V7t-A(aI,/?(xii<y)Isr 
M)#t h £tt D©tt^©i&^T-|EO££ftT^£(/Voc. ilcarf. 
Sc/., 1992, 89> 4653) 0 Z © F*l PPAJta tt«SJ»K© JMbH©*^Jff 

(Endocrinology, 1995, 137, 354), fl! © ft it Iffl AS ft IS* £ (3 H 

T^5o PPAR/? 2: LT£ttF«3£rJ8&lBC#>Ilfltc:B 
31 IT ^ So ^Btj&Ttt PPAR£©£iIftii^{3O^Ttt^0J!T"&€>o 

ppar r i±mffiMfcizm%m bx ^rmffimmcDftib ut 

(J. Lipid. Res. ,1996, 37, 907) o £ ©tK£ PPAR ©#7 ^ V 7 * - A 
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X, PPARa©y y KT^^ttftiaitl^^iC^ttBi&jHieft 

a&siMfls©^^^ LtzWffiizK zmwmsz tix & 

0 ( ./.^io/. CAe*., 1998, 273, 29577 KPPAR a ©Sftft fclforf) ft R( □ 

*?>%mm&nm$tiz^z>o l& * 77- h &mmx\tn 

fpffl ©JSC Hfc Itfx £>ftT ^5, 

X$>*), ItfiTffM^ *^ U >Jlii*afe#f1^*Pfc**-jg© 
f 7 V 'J y >-2,4-i/'t >iiftt-$ 5 h □ ^ ^ V t ^ 'J^ 

^ 3 (Endocrinology., 1996 , 137, 4189, Ceii. ,1995,83,803, 
Cell., 1995, 83,813) 0 iots PPARr ©3E^iSf$fc £tf* $ * £ 
PPARrfSttftffJ ttltfiTX^: ltllt^5„ 

&6VtlfijK^Wiltt«|«|K:Ht- 5a«ft#A5i:, PPARfcfct h 
© PPAR ViS> K LTli^^lt h PPAR Zmmtb 5 Z>fc£® 

*mmt zm&x % htim&xnmftte * * - * & z>mmjs,-f; 

PPARa©U#> Kfc U PPARa 3il*ntt£*r <T 



WO 01/14351 



PCT/JPOO/05521 



3 

Ii77 * K >i©ftillnf*5 LTB 4 ©f&(Ci/ h * D- A P-450 (C X 
saftS^btibS HETE( t FD*i/i^3trh7i>|)^ 
HEPE( b FD*«>n'3t^>^j>l)»©x>f 31^;^ h\ ^{c 

8- HETE, 8-HEPEI? #$8£ £ ft T ^ Z> (Proc. Natl .Acad. Sci. ,1997, 94, 

3i2) 0 la* Lzti%<Dft®&®^mmmmMmmmzftm$}izbfc 

®aHttl*arfts£tofc LT&ftmm 55-22636 ^^SBS 60-51189 
&mm 61-85372 ^MHS 61-286376 # s «rH!¥ 1-131169 ^ s «f 
H¥ 2-83384 ^ «r W¥ 5-213913 ^ 8-333355 

9- 48771 -ts *8M¥ 9-169746 ^ 3 - D y rtqm&Wm 0441605 
WO-92/07839-t^(D^T^ V V >-2 t 4-V* >mmfo2$ £ ftT ^ 

So bfru cft&©fc£*nifflft***w*b£i»fctt*$i*jifc 

PPARaf1*l!lf*ffl **S UTl>atttf$fcH UTI±> W0-97/25042 
^ s W-097/36579 -t $ ftT V> 5 C ft & li{5J ft BJ? 

^CIiI5libiOfKJ: ^ 5 SOT? ££te©Ev^IIH4 

££&«3i©ga&#ffim±M3:ftT^.5o 

$gBJ§©g§^ 
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^ 3: ft % % (D t t 2> o 

nxhftz,* m ttifcic tc m t «fc a t- & § 0 
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HuiB — «5^(i)t-*3 v> -rii. Cft ^CDig^ttl- 
cfc ^Mii-r^C ^#T-£ S(**-A i)o 




(2) (1) 
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£tJ(2) 
£-Jft3C(3) 

little L THIS iJ-£* #f 1 So 

lit £ L X \tm Z. is i/ >7 u */ )V * )]/ # * Y s l-[3-(^ 
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MJ h u x li N-t K o * *> ^ > v h U y v -;k w-t fd*^>x 

* $/ > -f $ K 3,4- v t b* P -3- fc K D * i/ -4-# * V -1,2,3-^ > y h 

£*l£o SliSMi: UTJi-20°Cfr£> 100 0 C£T, 

& tC #28 BJ £ H#0>J £ <fc o T $00 t % & Z fl h (D M (C <fc o T 
BJ3 # PK£ $ ft 5 * £> T* (± & V^ o 

(mmm i ) 

>-5->f f-;i/1-2-^ ^'>^>X7^ K 

(422mg,1.50mmol) > h 'Jxf;i/7; > (0.523ml, 3. 75mmol)S tfJHflj 
^f-l/> (5ml) ^1^ t> *#«#T*nn&»x^;i, 
(0.158ml,1.50mmol)£;!jQ;t tzo 

7K ^ T io # it W '& 4- ^ > ;i/ * * ^ > ^ ;i/ t ^ > 

(319mg,1.50mmol)£Jgtep< 1/ > (2ml) tC i§ L JO £ <, !§imT* 2 

fc«*u«»ufco «®$i£*(40mi)ic$g:&» is io%mmx-M&t I 
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8 

®L£ 131.0~132.5°C; 
Kft^-t/fffi m/z 476(M + ); 
7tMfttifM(%) C 26 H 24 N 2 0 5 S: 
ff-»tff(%) C, 65.53; H, 5.08; N, 5.88. 
£fttf(%) C, 65.68; H, 5.08; N, 5.91. 

(^J£0J 2-3) 
2) 

N-\(\f 7 x -;i/-4--r JI/ ^f;i/1.5-ff2.4-^t^rVf7'; U ^>-5-^ 

MjA 170.5~172.0°C; 
Hfi##ff6 m/z 446(M + ); 
7C^^*ftt(%) C 25 H 22 N 2 0 4 S: 
tUUI(%) C, 67.25; H, 4.97; N, 6.27. 

C, 67.29; H, 4.99; N, 6.21. 

3) 

Mj^ 87.0~89.0°C; 
K*##fil m/z 462(M + ); 
7C*^*ffffi(%) C 25 H 22 N 2 0 5 S-1/5H 2 0: 
fHfffi(%) C, 64.42; H, 4.84; N, 6.01. 
mmm(%) C, 64.17;H, 4.81; N, 6.03. 
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(mmm 4-14) 
(mi) 
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H*£(°C) 


(m/z) 




7Cf?l#*T<%) 


4 


4-OPh(2-OMe) 




492(M)* 


C 2 ,H 24 N 2 0 6 S 


ftUfE;C63.40,H4.91,N5.69 
g$|{t;C63.05.H4.95.N5.57 


5 


4-OPh(3-OMe) 




492(M)* 


C„H 24 N 2 0,S 


I+S:fS;C63.40.H4.91.N5.69 
g$fil;C63.13.H4.95,N5.54 


6 


4-OPh(4-OMe) 




492(M)* 


C 26 H 24 N 2 0 6 S 


ft«fit;C63.40,H4.91,N5.69 
^5HfiS;C63.05,H4.99.N5.54 


7 


4-OPh(3-Me) 


154.0-156.0 


476(M)* 


C 26 H 24 N 2 0 5 S 


tta:®:C65.53,H5.08.N5.88 
SS9fil;C65.29.H5.16.N5.79 
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4-OPh(4-Me) 


146.0-147.0 


476(M)* 


C 26 H 24 N 2 0 5 S 


ft»:M;C65.53 f H5.08.N5.88 
^»HI;C65.20,H5.10,N5.87 
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4-Ph(4-CI) 


200.0-202.0 


480(M)* 


C 25 H 2! CIN 2 0 4 S 
■1/4H 2 0 


ftgiI;C61.85.H4.46.N5.77 
$»HI;C61.92,H4.35.N5.74 
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4-Ph(4-OMe) 


201.0-202.0 


476(M)* 


C 26 H 24 N 2 0 5 S 
•1/4H 2 0 


lt»fil;C64.92.H5.13.N5.82 
g$HiI;C65.02,H5.12.N5.81 
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4-OCH 2 Ph(4-CI) 


158.0-160.0 


510(M)* 


C 26 H 23 CIN 2 0 5 S 


ttJJfI;C61.11.H4.54.N5.48 
^»)fil;C61.22.H4.53.N5.46 


12 


4-OCH 2 Ph(4-Me) 


181.0-183.0 


490(M)* 


C 27 H 26 N 2 0 5 S 
•1/4H 2 0 


ItS:®;C65.50.H5.39.N5.66 
^^HS;C65.37,H5.28,N5.57 


13 


4-Ph(4-Me) 


190.0-192.0 


460(M)* 


C 2fi H 24 N 2 0 4 S 


ttSfl:C67.81.H5.25.N6.08 
^illfil;C67.56,H5.22.N6.02 
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mmm n 

an — 

bfe^J^j^ifllrS^ 10%^t?Ham'sF-12Jg^(3T 
fc* Ufc CHO fflflSi^ ^^©fe^S^o DNA h hi 

PPAR aSV70y*>K*g^» ®(Biochemistry,l993,22,5598) t<DM 

(STRATAGENE tt)SV F*3 SP^ip^ «D 5 * h ^--er^* ^ 
h*(Promega ft)* 'J^7x^ h 7 ^ > iZ X M Mm £ T 3 N 7 > 
* 7 x 7 3 > Ufc 0 *0fttttftfc£4fr;StfttjiR4b$tt ( PPAR 7 0 
ttMMtffc lThD^ij^^>SDCtrt^'J^y>, PPARaCDft 
^H^h UT(8S)-HETE) fcDMSOfc&frU DMSO ©gjjj|i?g# 
0.01% £ & 5 «fc -5 fc»«fl&Jtell£|ft£ ufc*fl&JIEJfiLift£ 10%^ ts 

Him'sF-nmtoTzmmvxmmL, 24 mmmiz cat?s«s^/?-^ 

***y V"- AliJBHSttftS^fraS^r £*f LT &7j ftte^fSft 
(*2) 
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[S2] 





PPAR i¥ 

rrnn u 


PPAR r 




ECso (Hmol/I) 


ECso Omwi/l) 


1 


0.44 




2 


0. 63 


6.8 


3 


0.24 


0.24 






1.15 






0. 72 


(BS)-HETE 


1.3 





WO 01/14351 



PCT/JP00/05521 



12 

sW >f< co $g gg 

l. -ttaCO) 



0 




lixiiwss* ltot * xy &$B&xfia& 

IS^JB l Ett®Hgl^>s;;i/^7 , \/ u s>* >-2,4-^;t >^^^st5^ 
© Jg #J ± HF $ £ n s Jg & if ic * © ?Jc ID & o 

3. A #Mfi&XttB&££W UT^T&&^7 xy 

SH^JI H3l80S^^>^;i/^7^ U ^ >-2,4-*?# > flutes t>* 

5 . ^-[(4-^>^;i/^-^r^7 x^;u)p< ^H-S-tU^-^tf^VT- 
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6 . f[(4-7xMi/7i-;i')^f;i'H-[(2 ) 4-yt^Vf7V* 

© it G ® R V % V> M m ± I* $ £ ft S * 3£ t>* £ -e <D zk SI o 
8. 



9. 

0 
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